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(57)Abstract: 

PROBLEM TO BE SOLVED: To measure AGE(advanced glycation end product) protein quicker and easier than 
by a conventional immunoassay method by including latex with a sensitized antibody specifically recognizing 
AGE (terminal glycosylation product) protein and quaternary ammonium salt together. 

SOLUTION: In measurement of AGE protein in a sample, because of coexistence of latex with a sensitized 
antibody specifically recognizing AGE protein with quaternary ammonium salt, non-specific coagulation can be 
suppressed, and storage stability of the latex sensitized with an AGE protein specifically recognizable antibody 
is improved. In this process, sensitization of the latex with an AGE protein antibody is carried out at 4-50° C 
through a physical adsorption method usually, however, its method is not limited and chemical binding to the 
latex surface may be used, for example. Though sensitization may be carried out at any pH, sensitization at pH 
of 4-10 is desirable because configuration of the antibody is hardly changed. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiner's decision of rejection] 

[Kind of final disposal of application other than the 
examiner's decision of rejection or application 
converted registration] f ' 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's decision of 
rejection] 

[Date of requesting appeal against examiner's decision 
of rejection] 

[Date of extinction of right] 

Copyright (C); 1998,2003 Japan Patent Office 



1/1 

Cc 



http://www19.ipdl.ncipi.go.jp/PA1/result/detail/rnain/wAAAjNayRDDA413004624P1.htm 



2005/09/06 



cc 



<i9)0*gH$fwt (j p) (12) & jffl 4$ ffi & £g ( A ) (iDmom^mmn 

#BB2001-4624 
(P2001-4624A) 

(43)ftgB ¥j&13*Elfll2B (2001. 1.12) 

cointa' *wk*§- fi f-7a-r(##) 

G 0 1 N 33/53 G 0 1 N 33/53 D 

33/543 5 8 1 33/543 5 8 1 J 

5 8 1G 



8t:&®<&Sc3 OL (45» 



(2i)a«#*# 


1*K¥1 1-1781 68 


(71)fflHA 


591258484 










(22)tHKB 


¥&U¥ 6 E24B (1999. 6. 24) 




3«C«BJSFmB!f320#flSOll 








iXJe 








3fO$ClSBJMfBB320-ll «c36£tfcx-r 














(72) 38mm 










*^SBK*B!K20-11 ^ftl-f 








T>F5^— 1*3 






(72) seism 


WW ftft 








^]S35BSrttBSff320— 11 flSC^itX^f 














(74)ft3SA 


100080609 








#3S± *S IE* 



(54) [mmvzm AGEfc?>/wizmm$m*sj:zmiz.m 



(57) t^#j] 

ffifc A G E {t £ ? ^rS'JST 1 £ . ?M$#tlft fcigjllJSjfc 
#iS§C«3K:< <. *>o^#^ttcD^t,^AGEfk^>^' 

AGE^t£>/^£^lftiCtgfrf &ln 



1 

im&lgl ] AGE<b£>^£1#SfttCtg^-r-2>$t 
^ffi^ft-tf-Cfc*. AGE4b*>^5gfifflt£Ii. 

[ffl|5fcli3] ^foi^^AGElb*:"^*. AG 

m£?Z> AGE{b£ >re*0W3£ffi. 

[jmomii&KiPi] 

[000 1 ] 
[0 00 2] 

[fje*©8»n age mmsitim) 

fi^CDaUK (Brownlee, M. . e t a 1 . 
1988, N. Engl. J. Med. , 318:13 
15-132 1) ^(Araki, N. , e t a 
1,1992, J. Biol. Chem. , 267:1 
0211-10214), tmW#m (M i y a t a . 
T. . et al, 1 9 9 6, J. Am. Soc. Ne 
Phrol., 7:1 198-1206). TW^J 
-?-ffi (Smith. M. A. , et al, 199 
4, Proc. Natl. Acad. Sci. USA, 

9 1 : 57 1 0) mtmmt&zct&w^frictjiix: 

^«IKWffl&fB«£3tlTt>S. AG Eft* 

>rc*j iP?^Ci*>*S„ ) »AGE-ffc*:WC*©3E 
fS^r-*SC<h (Reddy, S. ,et al, 19 
95, Biochemistry, 3 4:10872- 
1 0878)*>6, AGE{tZ>^i>(Dmmtemm±£ 

[0003]«, jMMfOAGE^fcf >/^©aiJ5e 

J&Jg fciSC>ffiMffi#J5jCSK: <fc 3 ft & J: -5 {c 

& -7 fc. taMfaftSltfcK: £ZAGEikZ>^9 <DmM& 

itra, el i sas (mmmm^mmm) m& 

¥1 0-5 04 6 4 0-^<Zr$R) , ? Vzfu v T J ^ ? 

m&zmt^ry zxwm&fr>mht\x\,*hi)K el i 

S AWSCto^Xte. WAK. #I¥1 0-5 04640 



(2) »2 0 0 1 -4 62 4 

2 

fe*>*>Sil>9W«*J**. S/c. E L I S Aft. F» 
<D(D, ¥B~1 B©B$Rfl£gL. SW^CfcOTfc&iKg 

fcfeELISA^ F » F :/a » f -< > ^ftfcit^Mt 
io Hift&Slo; <&*) #itac9J§< . AGEfb*> 

* f groittccBttr •sftttawe;* nfc7f^«o 
1 <,> ^ it. 

[0 004] 

EL I SAS^F^ hT'a^f -f >fSJ:HS 
Kifiil^ofggfcA G E{b* >'i9&fflfevit . #>o# 
»»W&saiKfl&&*i@c 0 fc < < , AGEfb£>^£ 

ffigt$>&i,\ fx^fticjc^AGEfb^^N-i' 

[0 0 0 5 ] #?gBJ©flJl©@fttt, *^©±l2^Sffl 
^*ffiC >T 9 -r » * xmm&lC J: K> A G E {b# 

[0006] 

{mw*m&i$ ztctbo^m 1**4*© 
a g E.fb % f **jse-r ^> cc * o . a g e it z >^ 

30 4MT>^:^- 1 i7A^[^:Jt#^-(±^Ci{Cj:or^Se f ) 

t£wm$mu\X'*. l^4>. AGE'fb^>>'^=&#ss«j 

«. ^liC, AGE{b^>^-^€r!ft^W(ClSia-r*tiT[^ 
*5®fp^ftfc77-2- i'X*5j;i>*^4MT>*-'i7A^^ 
ffi&^ft-B-C&£. AGE{b^>/N'^^fiffl|5^«:d;-, 

IS25C. rglfill^if44'©AGE{b^>^ , i'^. AGE-fb* 
40 >^-^€r^0v(CigHST^Jn^J^f' , F3ft)t7f 

■S. AGEft»AJ» ©»J^fttC«fc-,T«f!S3ftS 0 
[0008] 

5= *^©AGE{b*>^"^<t«. ^^7-FSlc.© 
50 5Km*CM^bf >^*£f§-T. 3 -3©#^flv%31^©^> 



3 

Wb^-'t^a^tffcti*,, CIWb*>^W: 
AG E<b* >/< *£#^fttClSI&Tr&iHf*©£g&x b' 
h-^-C&«5> »M^1£©^ffl£2&ffil,TI,>.5 

.m#jc*j^r 41^355^^^^ i tog ^-cw 
stcig^ c i *» 6 . if M^tt^ef mm-?- *>-t ox » 

[0 00 9] *>3&>SAGE*s#J!lPL//c$>/^(DiBSi 
OISMt*4/3 2v-f^Dl/a^';> (£2M) . 

s&M^tcDUffiiMitc^i^ggS'; >^ ( l d 
d ^sistt';^^^/^ (hdl) mm~fhz. # 

[0 0 10] AGE*b*>^£#ItlWfcIgfSTr£fttt 
(JWT. rAGEfb^^Ctftj £P?.&C<i&$> 

>. 7*W5K. ^©^JjfcfiJJig, 
[0 0 1 1 ] *X©}^tttefcjWHRtt3*ittlr> 

**. ^Ofe©3»9^»^^©tlJfi*«SJIttC4. Air" 

jct«©iS»©ec^B$^^is (sjk) ©s"js. mm 

K©«J3'J© US 3 & 4'©tK*#> 60.05~0.5Mmr 
[0012] AGE{t*>^ , ^St<*©77 v ^ ;5>*^©!& 

® cc*§£ $ -a-r i> j: ^ . ^nf© p h ( tnic mm itsti 

1 OrjBf^*fr 5 C M^. 5f-^XK 

StLO .0 0 1 ~ 1 OfiS%fIfiCDAGE{b*>^!n 
foZfeftZ -if fc fe©#\ a G E fb £ >^'^Cif*.®^7 f 

v 9 * t L X A G E i b £ > /< * **(C & 3 n £ . 

[00133 AGEitzi"i*m&mim*:mt8,?2>n 

fb=jy>, tSfbT-fe^a <;>, ^-(bT-te^un i>>. 

©fb^J« t l«R*fctt2«S»W±-CfiefflSJhS. fit 
JKK»5l6^©»4«T> J fc- i >A«[Oi«S«0 . lfi 



(3) ftffl2 0 0 1 -4 62 4 

4 

m4M7>*-^ Ait©^M»^ji,6nit< 
[0014] *^©AGEfb*>^-^SffiK^4ffl 

or. a GEfb*>/<**$Jsrr a 

T©«t^(COTtft>n^„ AGE-fb£>A^£^t?J&>& 
Ltift\,**m. *s£UAGEit$>'*i?ifii£Wm'PZft 
tc? f- -y >? tlZmmc , 'pt£ < £ & 1 «®CDI£ 

4«T> j e^^A***»3-B-rfiaiK!aflsSl6*iec3 

10 GEib* »-«**5e«-rs. 

[0015] ±1513^4 L-Tte; AGEfl:*:"*?*^ 

ffli^*^©K*4tLr(*. jfiiM. ifii^ jAlM. 

itff.h5. ^4MT>^-^7A^«. ^*4*S 

IH* A G E { lit isji Zim&m* 3 7- y 2 KifiS; 

zinz>mmt"¥>ibmmhx*mxi>. m,*\t*mt. ag 

E -f b * > ^' ftni***JSf^ 3 tifc 7f5*X 3! ti ^> jg 

?S5r^-r^-r^«cH4^T>- : e-^A^007K^ig* 
20 ^or^>J:o^ 

[0016] hmiMtfmmmffik, ±.mu&mom 

ytmtS 4 0-80 0 nm©|SH^6^^^6^jltr? 

ors'js3n?>„ (Rjfettoawjett. #s©B$ra©©7fefi 

**a&rfc«fct>L. #^©2*<D5K3fejK*SiJ^L. -e© 
K©^e©ifttl^$ /cWm^ma^O ©iffln^-?:* 
£>T AGE1t$>^i'©St(t it*0fi©AG 

e < b * > / < >7 g ^o^^ffit, > r ±fasrj^*^(c r 

^$/t«©*ffilftin»**d5, AGE-fb*>^^?^Si 

30 -x^xm—^x^am<DAGE^>^-f^ts 

* fcttBfc*JS«»I»K:*H&T * A G Efb 
[0017] 

[^BjcD^m] *»H^©AGE'fb^>^^5eSfflii«;^g 
^5Ci iC <fc 0 . awM**© A G E 1t*>'<*W&* 

fWr^/c ifc, Kf**©«fi£fi£^--C*SAGE{b^> 
^•^3Rff^.^3tl7c5-f- i> *©<£*?£;£& &fr±-r 
40 5„ 

[0018] AGE{b*>/<i-S&Bffltt»«:Sll4«r> 
«HW-C#*»-3AGE-ft*Wf^fii(fiBft5^5^^©« 

F*3©-l'*>®S*5iif<^- > / cC i^- B<i .^^- c 5?> 

*HBo*»»W«:<S^«ilW-caf . oi»r tt A G E it 

50 [0019] 



(4) 



0 0 1-4624 



[0020] 

( i > CMffc-^e^n ¥>tKfc<D9m 

;w^'j k-v2B3« (mtm^-.ZLifrwm&mi 6 

6 3 m (FERMP- 1 6 6 3 2) ) 10%FC 
S£^t?RPMl - 1 6 4 0ig«6rig#t/t„ a^^.j 

M4>#»L/ttJ8&£#8tL/<:. C©£fc$i£4>:fi© 1 0 10 
mM h (pH8 .5) iCfemZH, PID 

t*l£DE AE --fe^P-X^AJCjfcWfc. ifgffi 

®-cft&m. A&$«£jBB{c:j;9?§ttiL- I gGffij#£# 
»Ftt> Bio-Si I TSK2 5 0).W. *n 

[002 1 ] (2) ¥^ (CMfb^*^afcr>t*f*Jl#5 
■r ? £*<gS?g) ©IBSI 20 

2 o mM<; >mmmm ( p h7 . 2 > r#fli uitwfiH 1 

SO. 3 2 Mm, 7f ^^(Ml%®#'jXfU>i 
■7- (j®#{bJ& (fls) . Cat. No. 2 8 80) Miffl 
i5mli. 2 0 mW) >Mtm& < P H7 . 2 ) T'##? 
L/cO .3mg/m 1 ©CM-fb-^-t^P f >Jnf&gffi5 
ml§i6^U 3 7°CT"lB#p t gifgL-fc„ #t,>T\ 0. 
2 5%tti7;^i> (S I GMA) £^tf2 OmM 
';>^fB® (PH7 .2) lOml^JBL/. Hft, 3 
7°CT2B#M||fgLfc. ^ft/cCMfb-^yPk^iatt 

tm^f- v ? x&m.'bftmt'C-c 2 0 mM>j >mmm : ^. 30 

(pH7 .2 ) T*2|5Iift&L.fcf£. 3 3.5ml©100 
mMWtt h 'J 9A. 0 . 1 %T^L^- h -}A. ifeO* * 



*IC7 .5%Z?U-X*gtsl 0 OmM h U 

t(pHS.O) *<Z2icMz.-apm*:miLtc<, 

[0 02 2 ] ( 3 ) ZM (<g«®> ©PIM 

1 0 OmMiSfb^- HI ^A, 0 .l%7^fct h 'JO 
A. 1 .9%* l/k^Ufp >; K>K3 0 (mmit&L 

(ft) . »^fi4 0,000) . 3feO*tC^ 1 (c^-rtSfb 
aU^iiSi^^i^tc. 1 0 OmM h U X&ffi&tgSffjg 

( P H 8 . 0 ) KJjn^TZJlJi Life. 

[0 02 3] ( 4 ) {MM* 

ffij^-^OCMVr^gEti, ^n?^*yDt>imga 
fcO 3 0 p m o 1 » 3 0 p m o 1 , ^ttiSI^WT ( 2 p 
mo 1«T) T$>-?tc. 
[0024] ( 5 ) 

Z.JW2 2 0 u 1 CCjiSM&f* 10/il ZiJ^Z-teJlsipX-mM 

1 0 0 At 1 ^flPLr^f L. 3 om&frh 2 0 0#J7 
O«S8 0 4nm{Ct$W5^a5^ta*aiJ^L. :>fc 

U±.<Dmt<<Cte. 6$&#WitSTBA-30R 

[0 02 5] (6) SPSU (CMfb--^e^Pb*» ©«# 
£5£14©M 

5»*fgl/. Isffligfa-B-TiC 3 7 U 5BfS«#^© 
J&K ( 3 0 W\kiP e>200#^ t?©igS 8 0 4nm(Cte 

vzyt^m&itm) zwmvtc -£©&***! 

L-fc. 

[0 02 6] 

[iii ] 



mmm 

















8.0 


213 


214 


2 


213 


212 


1 


6.0 


225 


222 


3 


220 


219 


3 


4.0 


261 


256 


8 


241 


235 


4 


2.0 


290 


278 


27 


253 


239 


4 


1.0 


332 


301 


41 


277 


258 


18 


8.0 


532 


527 


11 


519 


520 


9 


0 


521 


457 


155 


284 


263 


57 


0.01 


454 


383 


112 


277 


259 


50 



[0027] mmme 

CM-ft^* K>tn#<DRt> 0 (CAGE {b^-t £>*P fc* 
>tftt£m>fcC itWSJJIIfctflJ 1 ±13111 ©jS^-Cff o 

«T©<fc^(CfPS!{L)t 0 
[0 02 8 ] ( 1 ) AGEfb^*^Pt'>©f^ 

o . 1 5M©jgfb^- h u^A^tfO .5u>j>mmmm 1 

V) ^6mg/ml, >/;l/3-X?:0 . 1 7M<L&£J; 
^«C^L/c. C©»fe0.2 2«ni©7^^- 



50 



TiJtaiLfcf!. 3 7"C-C2 ^Pafg(,fc. iU>T\ 2 
0mM';>K^fK?g (pH7 .4) -C4°C{cr2 Bffflii 
W?n, ^^©y^P-X^r^LfcfttC. A G E-fb 

[0 02 9] (2) AGE^b-^^^Pfc^JJii*©^!? 

2kg fc{±© ■O ^**fC. ±IB^M IfcAG E-fb-^ 
^^Pf>?:taJliLr. JWT©^I-C^Lfc 0 2m 
g/m 1 (CJS^^^tclTOL/clttiM^O .5ml 

4>©*^1f+-©^:»M(caEl=tL/c 0 -e©f*. 2iira*J# 



(C2mg/m KDmtHmmmO .2 5m 1 fcyuj^b 
(D^%±Ti>~sO h0.25ml £JjnA/c6CD£igfln 
Mlfc 0 C(DTS. AGEfb^#P^>tn&7Wg£S 

m?#M^?)SI5^8jfiLL,/c 0 6 mmik, AGEfb^^ 
n^>H^S*Sn/cC<i:*^^«JS (EL I S 

a) mvmmi,. ±mtiLtc 0 

[0 03 0] (3) T7 j~7'-<mWlt! : 7A<Di'EW: 
2 5ml£D77^;H5 ( B I O - R A D ) £ 7 5 m 
1 <D 1 0 mMg^i(g?i5?£ ( p H 4 . 5 ) rSfc^Ofcfg, 

1 Omg/m 1 (Dt h^^P^>S«*6 2.5ml 

m*b, 2 8 Onm<D^Jg^o^c^^Sr-Y^>^7K 
rgfc^U/t 0 H&t, 0 . 1 5MCDJg{b^ h y^A£^fr 

2 0mM<DV^mMmm (pH7 .4) T**^A£¥®J 

[003 1 ] (4) AGEit^?ut:>tnft<DT7 4 
tf^LfcAGE{b^^Pfc*>ftft£ lmg/m 1 fcfr 



C5) ^P§2 0 0 1 -4 624 

8 

£<fc5fc:0 . 1 5 MCDtfrfb:*- h f ;-?A^2 0mMC[) 
y>^gffi*£ (pH7 .4) r#»?OfcfeCD*, 100 
m g CC & £ £ ^ *C g£ T ? -y ^ T a ffilg * ^ A dc T 7 
note* :Ja>~C\ 2 8 0nmO^ft#0$C&££r 
fljfB !/ >KJ®«®?:8KS0 . 5 m 1 /m i n "e^L,/t 0 
*7 ^ ACC^ L &3&> ^ 7c£ttt£ AGEjt^^^Otf^ia 
Wt L/rHiRU/Co 2 8Onm0M^OWo/c(!: 

t*>r, y>K^«?g^6 0.iMcD^';^>iSfB^ 

(PH3.0) CCjft*, ^^A^JS^LT^SJSft** 
10 IKStf, 0.15M©SftthyWiSb20mM'J 
>W«»(pH7.4)'t*5Ati|«{|:U 
fc$a#£SK#^AKT:/^ U *7^AK:*S^l,&#> 

» (pH8 .2) TjSflrU 9^^*^j^ffiCDjS»4 

[0 0 3 2 ] ttRffl 1 

[0 0 3 3 ] Jt«W2 

20 8%tt-fbny>otttot)tc % o.oi%nt3y>4ffi 

1^ 1 CCtkL/Co 



